with 1 µg/ml Pam3CSK4, as positive control. After 6 h, NF-κB activation (left panel) was measured using the luciferase reporter assay system, and normalized to that of saline-exposed cells, whose values were set at 1 arbitrary unit (A.U.). IL-8 production (right panel) was quantified after 18 h stimulation with the specified agonists. Data are the mean values ± S.D. obtained from three
independent experiments repeated twice. Significance was determined by Student's t-test versus saline-exposed cells. ***p < 0.001. were challenged with 20 µg/ml CAIP or with 100 ng/ml E. coli LPS, as positive control. After 4 h, NF-κB activation (left panel) was measured using the luciferase reporter assay system, and normalized to that of saline-exposed cells, whose values were set at 1 A.U. IL-8 production (right panel) was quantified after 18 h stimulation with the specified agonists. Data are the mean values ± S.D. obtained from three independent experiments repeated twice. Significance was determined by Student's t-test versus saline-exposed cells. **p < 0.01; ***p < 0.001. (B) Monocytes were exposed to 20 µg/ml CAIP (boiled or not), to 100 ng/ml LPS (boiled or not) or saline (negative control) for 2 h and the expression of IL-12p40, IL-23p19, IL-1β, IL-6 and TNF-a was evaluated by RT-PCR. Data hTLR4/MD2/CD14 were exposed to 100 ng/ml E. coli LPS (LPS-EB ultrapure, InvivoGen) or to 20 µg/ml CAIP. Cells were stimulated for 4 h and 18 h. Similarly, stably transfected HEK293 hTLR2 cells (InvivoGen) were exposed to 20 µg/ml CAIP or to 1 µg/ml Pam3CSK4 (InvivoGen).
Supplementary

Supplementary Table 1. Statistics on data collection and refinement
Data set Orthorhombic
Stimulation was carried out for 6 h and 18 h. NF-κB-dependent luciferase activity was measured at 4 h (for hTLR4/MD2/CD14) and 6 h (for hTLR2) using the Dual-Luciferase Reporter Assay System (Promega, Fitchburg, WV, USA), as reported 2 . IL-8 release was quantified at 18 h of stimulation by ELISA.
Evaluation of the impact of LPS contamination on the cytokine expression induced in
monocytes by CAIP 2×10 6 monocytes were exposed to 20 µg/ml CAIP (boiled or not), to 100 ng/ml LPS (boiled or not) or saline (negative control) for 2 h. Total RNA was extracted from 2×10 6 monocytes using TRIzol solution (LifeTechnologies) and reverse transcribed using SuperScript II (LifeTechnologies). cDNA was amplified with the following primers: 5′-AGCAACAGGGTGGTGGAC-3′ and 5′-GTGTGGTGGGGGACTGAG-3′ for GAPDH; 5′-ACAAAGGAGGCGAGGTTCTAA-3′ and 5′-CCCTTGGGGGTCAGAAGAG-3′for IL-12p40; 5′-TCCACCAGGGTCTGATTTTT-3′ and 5′-TTGAAGCGGAGAAGGAGACG-3′ for IL-23p19; 5′-CTGTCCTGCGTGTTGAAAGA-3′ and 5′-TTGGGTAATTTTTGGGATCTACA-3′ for IL-1β; 5′-AACCTGAACCTTCCAAAGATGG-3′ and 5′-TCTGGCTTGTTCCTCACTACT-3' for IL-6; 5'-ATGAGCACTGAAAGCATGATCC-3' and 5'-GAGGGCTGATTAGAGAGAGGTC-3' for TNF-a. After amplification, data analysis was performed using the second derivative method algorithm by applying the 2^−ΔΔCT method. For each sample, data were normalized to an endogenous reference gene (GAPDH). Negative control cells were taken as the reference value and the relative expression levels for treated cells were calculated and shown.
Crystallization, data collection and crystal structure determination
Crystallization screens were carried out at 20°C by vapor diffusion technique using an automated sitting-drop setup (Oryx-8, Douglas Instruments). Two crystal forms were obtained: cubic-shaped crystals that grow in few days and very small and tiny plates that need some months to grow. Whilst the first crystal form diffracts very poorly, the spectrum of the second extend to a maximum resolution of about 2. 
